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DETAILED ACTION 

1 . A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1 .17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.1 14, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on 01/03/2008 has been entered. 

2. Claim 1-5, 7-10, and 18-35 are under consideration. 

3. All prior objection/rejections not specifically maintained in this office action are hereby 
withdrawn. 

4. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior office action. 

Claim Rejections - 35 USC § 112 

5. In the Advisory Action mailed 1 1/13/2007, Applicant's were notified that the 
introduction of the limitation of binding to the same epitope as that bound by the recited 
monoclonal antibodies raised an issue of new matter. The introduction of claim changes which 
involve narrowing the claims by introducing elements or limitations which are not supported by 
the as-filed disclosure is a violation of the written description requirement of 35 U.S.C. 1 12, first 
paragraph. See, e.g., Fujikawa v. Wattanasin, 93 F.3d 1559, 1571, 39 USPQ2d 1895, 1905 (Fed. 
Cir.1996). The genus of antibodies that bind to the same epitope as an antibody produced by the 
recited hybridoma lines is smaller than the genus of antibodies that bind to the same antigen, 
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which had been recited previously. The question of whether the smaller genus is contemplated in 
the instant specification as filed arises because neither the term "epitope" nor its equivalent 
"antigenic determinant" is used in the specification. In remarks filed on 01/03/2008, Applicant 
argues that the language of the amended claims is implicit in the teaching of the specification. 
The examiner notes that the instant specification discloses the following: 'According to an object 
of the invention, the antibodies according to the invention also now make it possible to prepare 
further antibodies which bind to the same antigen. Using the antibodies according to the 
invention, it is possible to employ well known methods to isolate the corresponding antigen 
structures and to develop further monoclonal antibodies against the same antigen structures, with 
the known methods being employed in this case as well" ([0035] of the published application). 
The term "corresponding antigen structures" is reasonably interpreted as indicating an antigenic 
determinant or epitope. Therefore, "develop further monoclonal antibodies against the same 
antigen structures" is reasonably construed as developing antibodies that bind to the same 
epitope. With this understanding, Applicant's argument is considered persuasive and the 
recitation of "epitope" will not be rejected as new matter. 



New Claim Rejections - 35 USC § 112 



6. Claims 28-35 are rejected under 35 U.S.C. 1 12, first paragraph, because the specification, 
while being enabling for antibody fragments selected from the group consisting of Fab, F(ab)2, 
and Fv, does not reasonably provide enablement for fragments consisting of a single CDR, 
wherein the fragment retains antigen-binding specificity. The specification does not enable any 
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person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the invention commensurate in scope with these claims. 

7. The courts have interpreted the first paragraph of 35 U.S. C. 1 12 to mean that the 
specification must enable one skilled in the art to make and use the invention without undue 
experimentation. The courts have further interpreted undue experimentation as requiring 
"ingenuity beyond that to be expected of one of ordinary skill in the art" ( Fields v. Conover , 170 
USPQ 276 (CCPA 1971)) or requiring an extended period of experimentation in the absence of 
sufficient direction or guidance ( In re Colianni . 195 USPQ 150 (CCPA 1977)). Additionally, the 
courts have determined that "... where a statement is, on its face, contrary to generally accepted 
scientific principles", a rejection for failure to teach how to make and/or use is proper (In re 
Marzocchi, 169 USPQ 367 (CCPA 1971). 

8. It is well established in the art that the formation of an intact antigen-binding site 
generally requires the association of the complete heavy and light chain variable regions of a 
given antibody, each of which consists of three CDRs which provide the majority of the contact 
residues for the binding of the antibody to its target epitope. The amino acid sequences and 
conformations of each of the heavy and light chain CDRs are critical in maintaining the antigen 
binding specificity and affinity which is characteristic of the parent immunoglobulin. It is 
expected that all of the heavy and light chain CDRs in their proper order and in the context of 
framework sequences which maintain their required conformation, are required in order to 
produce a protein having antigen-binding function and that proper association of heavy and light 
chain variable regions is required in order to form functional antigen binding sites. Even minor 
changes in the amino acid sequences of the heavy and light variable regions, particularly in the 
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CDRs, may dramatically affect antigen-binding function as evidenced by Rudikoff et al (Proc 
Natl Acad Sci USA 1982 Vol 79 page 1979). Rudikoff et al. teach that the alteration of a single 
amino acid in the CDR of a phosphocholine-binding myeloma protein resulted in the loss of 
antigen-binding function. The fact that not just one CDR is essential for antigen binding or 
maintaining the conformation of the antigen binding site, is underscored by Casset et al. (2003,) 
BBRC 307, 198-205, which constructed a peptide mimetic of an anti-CD4 monoclonal antibody 
binding site by rational design and the peptide was designed with 27 residues formed by residues 
from 5 CDRs (see entire document). Casset et al. also states that although CDR H3 is at the 
center of most if not all antigen interactions, clearly other CDRs play an important role in the 
recognition process (page 199, left col.) and this is demonstrated in this work by using all CDRs 
except L2 and additionally using a framework residue located just before the H3 (see page 202, 
left col). Therefore, a claim to an antibody fragment consisting of a single CDR, wherein the 
fragment retains antigen-binding specificity is, on its face, contrary to generally accepted 
scientific principles, and a rejection for failure to teach how to make and/or use is proper. 
Conclusion 

9. Claims 28-35 are rejected. 

10. Claims 1-5, 7-10, and 18-27 are allowable. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Daniel C. Gamett, PhD., whose telephone number is (571)272- 
1853. The examiner can normally be reached on 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Manjunath N. Rao can be reached on 571 272 0939. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

If you would like assistance from a USPTO Customer Service Representative or access to 
the automated information system, call 800-786-9199 (IN USA OR CANADA) or 571-272- 
1000. 
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/David S Romeo/ 

Primary Examiner, Art Unit 1647 



